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This is an ope n label, Phase Ia/Ib study to evalua te the adm inistration of a DN A
vaccine by in vivo e lectroporation in pati ents at high risk f  or recurrenc e of
metastatic melanoma. The objectives of the study are to characterize the safety and
immunogenicity of a DNA vaccine enc oding t he m ouse tyrosinase gene
(pINGmuTyr) delivered by in vivo electroporation in patients with American Joint
Council on Cancer (AJCC) stage [IB -1V malignant melanoma that are HLA -Al,
A2, A24, or B35 positive. The nature, fre  quency, and severity of any toxicity
associated with vaccination will be asse ssed in order to determine a Maximu m
Tolerated Dose (MTD) of pINGmuTyr de livered using Ichor Medical System s'
device for electroporation mediated intramuscular delivery. Once a MTD has been
established, enr ollment will be e xpanded to assess the effect of electropora tion
mediated delivery of the D NA vaccine on ge neration of im mune response to
tyrosinase.

The hypot hesis to be evaluated in the proposed study is: A regim en of five

immunizations with a xenogeneic ty rosinase DNA vaccine  (pINGmuTyr)
administered by in vivo electroporation  will be safe and will induce immune
responses specific for tyrosinase in patients with stage [IB-IV m alignant
melanoma.

The hypothesis will be eval uated using a single arm open label study design. All

subjects will receive the study vaccine ad ministered by in vi vo e lectroporation;
there is no placebo. A total of up to 27 patients will be enrolled in the study. The

pINGmuTyr vaccine will be administered at one of three dose le vels (0.2 mg, 0.5
mg, or 1.5 mg). pINGmuTyr will be administered at Weeks 1,4, 7, 10, and 13.

The pr oposed dose levels and adm  inistration frequency are based on thos e
evaluated in a previous clinical trial of intramuscular delivery of the pINGmuTyr

DNA vaccine (MSKCC IRB#:99-122A(1)).

The goal of the Phase Ia portion of t he study will be to def ineaM TD of
pINGmuTyr give n by electr oporation withi n the dose range under evaluation.
Enrollment will be initiated at the 0.2 mg  dose. Initial enrollment at each dose
level will comprise a cohort of up to three patients. S ubsequent patient enrollment
and a det ermination of the MTD will be based on characterization of the
occurrence of Dose Limiting Toxicity (DLT).

Once the MTD has been establ ished, the Phase Ib por tion of the trial will be
initiated. Enrollment will be expanded at the MTD until a total of 15 patients have
been accrued at this pINGmuTyr dose level. The objective of th e Phase Ib portion



of the study will be to ch  aracterize the frequency and magnitude of tyrosinase
specific im mune responses observe d following electroporation m  ediated
pINGmuTyr delivery in the study population.

Subject evaluations will incl ude post-administration moni toring, physical exams,
evaluation of blood chemistry and hematology. Patients' sera and peripheral blood
mononuclear cells will be collected in  order to m easure the antibody a nd T cell
responses induced by the vacci nes. Specifically, titers of [gM and IgG antibodies
against mouse tyrosinase will be measured for serological response and Elispot
assays for CD8+ T cell responses will be assessed.
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